rbital cellulitis is an infectious disease that may progress aggressively in all age groups and in both high-and low-risk populations. Proper antibiotic treatment and surgical interventions -although not conventional-may be able to control the rather aggressive progress of the disease. [1] [2] [3] Extensive research and accumulating evidence raised awareness in current medical practice to drug interactions and their possible outcomes. Especially in those patients with co-morbidities treated with multiple drugs, a detailed interrogation of possible drug interactions must be acknowledged as a priority. 4
Orbital Cellulitis Accompanied by a Non-Symptomatic Drug Interaction That Promptly Responded to Drug Modification A AB BS S T TR RA AC CT T We report a drug interaction case that might have been progressed to a serious outcome, arrhythmia, due to an electrolyte imbalance that accompanied an acute case of orbital cellulitis. Patients' orbital cellulites was successfully controlled with a broad-spectrum antibiotic and debridement. An increase of serum potassium was observed in patients' routine lab work-up that did not show any of the expected clinical symptoms. This increase was thought to be a result of an interaction between candesartan and aspirin, two drugs the patient had been using chronically. Indeed, changing the patients' antihypertensive with a calcium channel blocker quickly decreased serum potassium to normal range. This study shows that major drug interactions with serious outcomes might be clinically asympthomathic and that even a slight modification in drug selection may be the sufficient to provide intended outcomes both in treatment and in eliminating adverse effects. Prior his admittance at this clinic, a work-up was performed for this sudden clinical representation that included a paranasal tomography. A bilateral diffuse thickening with an infraorbital origin and a recumbence to supraorbital area -more so on the left-and accompanied by contrast retention by dermis-epidermis that supported the diagnosis of cellulitis. Although hospitalized and started with antibiotics at that clinic, the patient decided to discharge at own risk.
When the patient was admitted at our clinic, he was immediately started with meropenem 3x1 g/day and vancomycin 2x1 g/day. His temperature was ≥ 38.3°C at his admittance and 5 days thereafter. No alterations in treatment protocol was considered despite the gradual decrease in his temperature over the course of 10 days due to the mucormucosis identified in tomography. The patient's case was consulted daily with the specialists in Ophthalmology and their suggestions for topical treatment were applied (bacitracin/neomycin and teardrops). Following the debridement of necrotic tissue on day 7 by the specialists, his symptoms lessened more rapidly and his body temperature regressed to 37°C (Figure 2 ).
After a careful follow-up in Infectious Diseases
Clinic, C-Reactive Protein (CRP) dropped from 393 to 8.4 mg/L (normal range: 0.0-5.0mg/L) and his body temperature was stable around 36.5 to 37°C. A 21-day treatment plan was initially scheduled for the patient. Routine biochemical work-up revealed hyperkalemia which -after a retrospective analysis-was confirmed by a slight but steady increase since he was first admitted into the clinic ( Figure  3 ). Immediately after the detection of hyperkalemia, an electrocardiogram (ECG) was scheduled immediately and possible cardiac complications were evaluated by consulting with relevant specialists. The patient had no clinical symptoms and his ECG was normal. Since the hyperkalemia was persistent despite his diet was ordered to restrict potassium intake, the patients' drugs were evaluated for possible drug interactions. This was performed by utilizing 3 different webbased databases. Two of those,-Lexicomp ® and drugs-did not report an interaction between candesartan and aspirin. On the other hand, Medscape indicated a major interaction between these two drugs that leads to hyperkalemia. Hyperkalemia is a possible outcome of the inhibition of renin-angiotensin-aldosterone system. 5 Similarly, a reduction in prostaglandin synthesis by aspirin as well as other inhibitors of cylooxygenase may deteriorate renal function which may result in hyperkalemia, İrem hyponatremia and edema, particularly in volumedepleted patients. 6 It was therefore thought that hyperkalemia was an outcome of an interaction between aspirin and candesartan. After consulting with the specialists in cardiology, a consensus was reached to change the patient's antihypertensive medication to amlodipine, a calcium channel blocker (5 mg/day). Forty-eight hours after stopping candesartan, potassium levels recessed to normal range without an unfavorable alteration in blood pressure. Symptoms of infection were gradually diminished after a 21-day treatment and his symptoms stabilized. The patient was discharged once his potassium levels were normalized.
DISCUSSION
This was a clinical case where the infection was successfully controlled with a broad-spectrum antibiotic and debridement. While clinical progress was attained with proper treatment, an increase in serum potassium was critically important although no detectable symptoms were observed while the patient was under medical supervision. As is known, a risk for sudden cardiac arrest persists even in patients with no clinical finding or alterations in ECG. [5] [6] [7] [8] Since the patient was on these drugs for his chronic conditions, one can assume that hyperkalemia was a result of additive adverse effects of the drugs that are commonly used to-gether and was most probably overlooked in laboratory work-ups, primarily because it did not cause any clinical symptoms. Indeed, when one of the drugs with a potential to induce hyperkalemia (candesartan) was switched for another antihypertensive without this effect, hyperkalemia quickly resolved, an evidence which strongly supports this assumption. In most patients with cardiovascular risk factors, antihypertensive drugs and aspirin are prescribed together. Similarly, in all patients on multiple drugs, especially when alterations in treatment schedules are due, evaluation of possible drug interactions is a rational strategy to successfully manage the treatment and to minimize the outcomes that are reflected in clinic or simply overlooked.
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